these components. Here, we set out to address the they function instead to target Arm/␤-catenin to the mechanistic role of Pygo by subjecting the two models nucleus. Here, we used genetic assays in cultured to three different tests and come, in each case, to the cells and in vivo to discriminate between the two parconclusion that Pygo functions mainly in the transcripadigms. Regardless of the measures taken to maintional output of β-catenin. tain the nuclear presence of Arm/␤-catenin, a tranIn the first approach, we examined the consescriptional-activation function of Pygo could not be quences of disrupting the molecular interaction bebypassed. Our findings therefore indicate that Arm/ tween β-catenin and Lgs. We have recently identified ␤-catenin depends on Lgs and Pygo primarily for its β-catenin/Arm amino acid residues required for Lgs transcriptional output rather than for its nuclear binding and observed that mutant β-catenin forms import.
vation, the D164A form lost this activity almost completely ( Figure 2A) . Importantly, however, both forms were expressed at equivalent levels in human cells (Figstowed with a nuclear-localization signal (NLS). We therefore modified Lgs by replacing a C-terminal porure 2B) and did not differ in their ability to localize in nuclei ( Figures 2C and 2D [18]. Importantly, these alterations also had no discernible effect on the capacity of Pygo to bind Lgs, as shown for Pygo-F99A in Figure 4A . If Pygo and Lgs primarily function to target Arm/β-catenin to the nucleus, then NHD mutations should not seriously affect Wnt/ Wg signaling. We found, however, that Pygo-F99A-in contrast to wild-type Pygo-failed to rescue Pygo function in cultured cells and in vivo (R.S. and K.B., unpublished data). We then replaced the endogenous pygo gene with a genomic pygo-F99A transgene in vivo, and we observed that both mutant and wild-type Pygo proteins were expressed at comparable levels without detectable differences in nuclear-cytoplasmic distribution ( Figures 4B-4D ). The most explicit argument for a role of the NHD in transactivation was obtained by analyzing mutant clones of imaginal cells in which either the pygo-wt or the pygo-F99A transgenes were the only source of full-length Pygo protein (Figures 4E-4G ). Both transgenes rescued Lgs nuclear localization in the mutant clones to a similar extent; however, pygo-F99A-but not pygo-wt-showed severely reduced transcription of the Wg target gene senseless [19] . Because Pygo protein bearing a mutant NHD retains the capacity to localize Lgs (and, by inference, Arm), we infer that 
